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DETAILED ACTION 

Claims 1-16 are currently pending in the instant application. 

Priority 

The application is a 371 of International Application No. PCT/US02/39316, filed 
on 12/09/2002, which claims the benefit of priority under 35 U.S.C. 119, to U.S. 
Provisional Application No. 60/343,378, filed on 12/20/2001. 

Information Disclosure Statement 

Applicant's Information Disclosure Statement filed on 08/08/05 has been 
considered. Please refer to Applicant's copies of the 1449 submitted herewith. 

Claim Rejections - 35 USC §112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 3-16 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for lowering intraocular pressure, does not 
reasonably provide enablement for providing neuroprotection. The specification does 
not enable any person skilled in the art to which it pertains, or with which it is most 
nearly connected, to utilize the invention commensurate in scope with these claims. 

In In re Wands . 8 USPQ2d 1400 (1988), factors to be considered in determining 
whether a disclosure meets the enablement requirement of 35 U.S.C. § 112, first 
paragraph, have been described. They are: 

1 . the nature of the invention, 
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2. the state of the prior art, 

3. the predictability or lack thereof in the art, 

4. the amount of direction or guidance present, 

5. the presence or absence of working examples, 

6. the breadth of the claims, 

7. the quantity of experimentation needed, and 

8. the level of the skill in the art. 

The nature of the invention 
The nature of the invention is directed to the administration of a therapeutically 
effective amount of a pharmaceutical composition comprising a therapeutically active 
amount of the compound of the formula as a method for providing (ocular) 
neuroprotection, and a composition further comprising "at least one agent selected from 
the group consisting of B-blockers, prostaglandins, carbonic anhydrase inhibitors, and 
miotics" as well as "at least one agent selected from the group consisting of calcium 
channel blockers and NMDA antagonists." 

The state of the prior art and the predictability or lack thereof in the art 
The state of the prior art is that the pharmacological art involves screening in 
vitro and in vivo to determine which compounds exhibit the desired pharmacological 
activities (i.e. what compounds can provide neuroprotection). There is no absolute 
predictability even in view of the seemingly high level of skill in the art. The existence of 
these obstacles establishes that that contemporary knowledge in the art would prevent 
one of ordinary skill in the art from accepting any therapeutic regimen on its fact. 
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The instant claimed invention is highly unpredictable as discussed below: 

It is noted that the pharmaceutical art is unpredictable, requiring each 
embodiment to be individually assessed for physiological activity. In re Fisher, 427 F.2d 
833, 166 USPQ 18 (CCPA 1970) indicates that the more unpredictable an area is, the 
more specific enablement is necessary in order to satisfy the statute 

According to Levin, neuroprotection is defined as a set of therapeutic strategies 
for the prevention of neuronal death after injury. Additionally most optic neuropathies 
do not have viable treatments at present. Key points to be addressed in defining 
neuroprotection are that neuroprotection is a therapeutic strategy, relates to the 
prevention of neuronal death and is a therapy used in response to any injury. Finally in 
order for a neuroprotective strategy to work, it must maintain the neuronal integrity of 
the cell and its function. Levin concludes that although cell culture and animal studies 
support the concept that neuroprotective therapies may prevent retinal ganglion cell 
death, these data by themselves are insufficient to prove clinical efficacy. Instead a 
randomized clinical trial needs to be completed in a neuro-ophthalmic disease before 
conclusions can be drawn. 

Applicants have not provided any competent evidence or disclosed test results 
that are highly predictive for the pharmaceutical use of neuroprotection. Hence, one of 
skill in the art is unable to fully predict possible preventive results from the 
administration of the claimed compound due to the absence of convincing evidence that 
said composition has a preventive effect on neuronal cells after injury. 
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With regards to the pharmaceutical composition further comprising "at least one 
agent selected from the group consisting of (3-blockers, prostaglandins, carbonic 
anhydrase inhibitors, and miotics" as well as "at least one agent selected from the group 
consisting of calcium channel blockers and NMDA antagonists," the instant claimed 
invention is highly unpredictable since one skilled in the art would recognize that in 
regards to pharmaceutical compositions comprising multiple active agents, one would 
need to consider drug-drug interactions. For the preparation of pharmaceutical 
compositions containing multiple active ingredients, one needs to take into account 
drug-drug interactions. As found in Drugs of Today 39(5), 2003, 301-38, Obach 
discloses that in regards to any given pharmacokinetic drug-drug interaction, the two 
drugs involved can be considered as either the "perpetrator" drug or the "victim" drug. 
The perpetrator is the drug that affects the activity of an enzyme of protein involved in 
the metabolism or disposition of the victim drug. The victim drug is the one that either 
causes side-effects or toxicity due to increased exposure, or lack of efficacy due to 
exposure decreased to below that required for therapeutic effect (page 302). There are 
varying mechanisms of drug interactions such as the reduction in the rate of the 
metabolism of one drug by another, the irreversible inactivation of drug-metabolizing 
enzymes, and the exposure to the victim drug is decreased (pages 303-304). Obach 
also discloses that there are a number of in vitro and in vivo experimental approaches to 
be taken to determine drug-drug interactions (page 304). 

Additionally because there are a wide range of p-blockers, prostaglandins, 
carbonic anhydrase inhibitors, miotics, calcium channel blockers and NMDA 



Application/Control Number: 10/525,410 Page 6 

Art Unit: 1626 

antagonists, it is not known what can be encompassed by this definition unless the 
compound is explicitly described in the instant specification. 

The amount of direction or guidance present and the presence or absence 
of working examples 

The specification does not provide any examples of neuroprotective effects of the 
compound. On p. 20, test results showing the lowing of intraocular pressure are 
disclosed. On p. 9, it is stated that compounds falling in categories, such as B-blockers, 
prostaglandins, carbonic anhydrase inhibitors, miotics, can treat glaucoma but the 
specification does not state and fails to define the term or teach exactly what 
compounds can be considered "(5-blockers, prostaglandins, carbonic anhydrase 
inhibitors, and miotics" as well as "calcium channel blockers and NMDA antagonists." 

The breadth of the claims 

The instant breadth of the rejected claims is broader than the disclosure, 
specifically, the instant claims include neuroprotection but the specification only 
provides evidence for lowering intraocular pressure using the claimed compound. The 
specification also does not provide direction or give examples of compounds or agents 
that would be considered p-blockers, prostaglandins, carbonic anhydrase inhibitors, and 
miotics as well as calcium channel blockers and NMDA antagonists. 

The quantity or experimentation needed and the level of skill in the art 

It would require undue experimentation of one of ordinary skill in the art to 
ascertain the effectiveness of the compound in neuroprotection and to ascertain what 
the second compound of the composition could be. Factors such as "sufficient working 
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examples", "the level of skill in the art" and "predictability", etc. have been demonstrated 
to be sufficiently lacking in the instant case for the instant method claims. In view of the 
breadth of the claims, the chemical nature of the invention and unpredictability of 
providing neuroprotection and drug-drug interactions, as well as the lack of working 
examples regarding the activity as claimed, one skilled in the art would have to undergo 
an undue amount of experimentation to use the instantly claimed invention 
commensurate in cope with the claims. 

In consideration of each of the 8 factors, it is apparent that undue 
experimentation because of variability in prediction of outcome that is not addressed by 
the present application disclosure, examples, teaching and guidance presented. Absent 
factual data to the contrary, the amount and level of experimentation needed is undue. 
Therefore, claims 3-16 are rejected under 35 U.S.C. § 1 12, 1 st paragraph. This 
rejection can be overcome by deleting the phrase providing (ocular) neuroprotection 
from claims 3 and 5, and canceling claims 15 and 16. 

Claim Rejections - 35 USC §112- 2nd paragraph 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 15-16 are rejected under 35 U.S.C. 112, second paragraph, as being 

indefinite for failing to particularly point out and distinctly claim the subject matter which 

applicant regards as the invention. Claims 15-16 recite the limitation "at least one agent 

selected from the group consisting of p-blockers, prostaglandins, carbonic anhydrase 

inhibitors, and miotics" as well as "at least one agent selected from the group consisting 
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of calcium channel blockers and NMDA antagonists." On p. 9 of the specification, it is 
stated that compounds falling in these categories can treat glaucoma but the 
specification does not state and fails to define the term or teach exactly what 
compounds can be considered "B-blockers, prostaglandins, carbonic anhydrase 
inhibitors, miotics, calcium channel blockers and NMDA antagonists." Thus, "at least 
one agent selected from the group" is not defined in the claims so as to know the metes 
and bounds of the claims. Therefore claims 15-16 are rejected. 

Conclusion 

A search was made of the prior art, and the closest art was found in Journal of 
Medicinal Chemistry, 1996, Vol. 39, No. 15, p. 2954 whereby a similar compound that 
has an amino alkyl chain in place of the imidazoline ring is disclosed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Karen Cheng whose telephone number is 571-272- 
6233. The examiner can normally be reached on M-F, 9AM to 5:30PM EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph McKane can be reached on (571)272-0699. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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